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ABSTRACT OF THE DISCLOSURE 

Compounds corresponding to the following formula: 

OH HO 



, i u 

COOM Jx COOM 



where 
x=0,l,2 

M=H+, Na+, K+, NH4+ 

in synthesized from an ortho hydroxy benzyl halide and 
an amino acetic acid compound. 



This invention relates to the synthesis of a group of 
aminoacetate chelating agents containing auxiliary hy- 
droxybenzyl groups, and their application to the forma- 
tion of exceptionally stable metal chelate compounds. 

Synthetic chelating agents, such as ethylenediamine- 
tetraacetic acid (EDTA) are well known, and are widely 
used to form metal chelate compounds in aqueous solu- 
tion. There are many metal ions, however, for which 
EDTA and analogous compounds are not effective che- 
lating agents. Thus EDTA forms unstable chelates of iron 
(III), bismuth(III), thorium(IV), uranium(IV), and 
zirconium (IV) in aqueous solution. At various moderate 
pH values, ranging from 6-8, the EDTA chelates of these 
metaJ ions befin to hydrolyze (as well as polymeric), 
and undergo various undesirable reactions. These che- 
lates further hydrolyze and eventually precipitate when 
their partially-hydrolyzed solutions are subjected to (1) 
elevated temperature, (2) an increase in pH. or (3) even 
simple standing for an extended period oi time. 

When the structures of aminopolyacetic acids are modi- 
fied through the replacement of one or more acetic acid 
groups by an orthohydroxybenzyl group, the resulting 
compounds have very high affinities for trivalent metal 
ions such as Fe(III) and Bi(III), and for tetravalent 
metal ions such as Th(IV) and U(IV). These new agents 
form stable chelates of the metal ions in solution, that 
do not precipitate or undergo side reactions when the pH 
values of their solutions are raised to the maximum value 
attainable, and even when the temperatures of these alka- 
line solutions arc raised to the boiling point. 

Chelating sgcnis mtciiag iSe n-qulr-jr of ii-.c com- 
pounds described in this invention may be defined by the 
general formula: 



constant of over I0 30 , as defined by the following reaction: 

Fe*++H 3 L'-^FcL-+2H+ 

where H,L ts the chelating agent with M=H, R=H, and 
5 x=0, and where the monosodium salt has the formula 
NaHjL. 

When x=l, M is Na, and R=H, the chelating ligand 
is defined as NaaHjL, where the H's represent the dis- 
placeable protons of the two phenolic groups. In the 

10 absence of a chelated metal ion, these two protons do 
not dissociate in solution until an extremely high pH is 
attained (pH 12-13). In the presence of the Fe>+ ion, 
however, these two phenolic groups become displaced by 
the ferric ion, and a wine-red metal chelate is formed 

15 in very acidic solution: 

Fe*++H 2 L*-;±FeL-+2H+ 
This iron chelate is extremely stable, as discussed in my 
previous paper (L'Eplattenier and A. E. Martell, J. Am. 
20 Chem. Soc, 89, 837 (1967) ). In fact this is the most 
stable iron (III) chelate for which a precise stability 
constant has been published in the literature. The stability 
constant is given in terms of the following reaction: 

25 Fe.'+L-^FeL- K-pgWg^- 

The resulting compound is very stable and quite inert 
in aqueous solution. 

While it is found that maximum stability of Fc (III) 

30 and Bi(UI) chelates is attained in this new series of 
chelating agents when x=I, this is not true of the chelates 
of Th(IV) and U(IV). The chelates formed by these 
metal ions with N,N'-bis(o-hydroxybenzyl)-N,N^thyl- 
enediaminediaceu'c acid (x=l), though very stable, still 

35 have some tendency to hydrolyze and combine with ad- 
ditional ligands in aqueous solution. However, the next 
member of the series (x=2) does form very stable, inert 
chelates with these tetravalent metal ions. This ligand, 
which may be named N.N" - bis(o - hydroxybcnzyl)- 

40 N,N',N"-dicthylenctri^minclriacctic acid, H<L (or as the 
trisoJ*ii:r< sail Na 3 H 2 L) forms extremely s!3b»e chelates of 
metal ions of +4 charge in solution. The reaction with 
Th 4+ ion may be represented by the following reaction: 

Th<++ H 2 L3--ThL--f 2H+ 

45 

It is not possible to measure the stability constant of the 
metal chelate ThL~ by potentiometric methods because 
of its very high value. It is estimated that the stability 
constant of the chelate ThL~ is probably greater than 

A search of the literature has revealed that only one 
compound been reported in the literature which bears any 
similarity to the chelating agents of this invention. That 
compound, N f N* - ethylenebis - [2-o-hydroxyphenyl]gly- 
55 cine, labelled EHPG, is however, much inferior to the 
analogous compound of this invention in which x— 1, 
M— H, and R = H. The structure of EHPG is: 
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where 

x=0, 1 , 2 and M is independently selected from the group 
consisting of H, Na. K, NH«. 

When jr=0, R = H, and M is Na. the sodium di(o-hy- 
droxybenzyD-glycinate combines with iron (III) to form 
a very stable wine-red iron chelate, which has a stability 



65 This compound has been described in the literature by 
Frost et al. (A.E. Frost, H. H. Freedman, S. J. Wester- 
back, and A. E. Martell, J. Am. Chem. Soc., 80, 530 
(1958)), and by Anderegg and L'Eplattenier (G. 
Anderegg and F. L'Eplattenier, Helv. Chim. Acta, 47, 

70 1067 (1964)). These studies, together with the recent 
study of the Fe(lII) chelate of the diamino ligand of 
the present ligand (HBED) indicates that the stability 
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of the Fe(IlI) chelate of the latter is 500,000 times more 
stable than the former. 

There have been many attempts to synthesize the 
chelating agents of the present invention, but none of 
them have met with success. Thus F. C. Bersworth (U.S. 
Pat 2,624,760 (1953)) attempted to substitute the hy- 
droxybenzyl group on ethylenediamine of other poly- 
amines by condensation of the amine ( 1 ) with an o-hy- 
droxy benzyl halide, and (2) by Schiff base formation 
with o-hydroxybenzaldehyde followed by reduction. How- 
ever, only substituted oxazoles are obtained by these 
procedures, and none of the o-hydroxybenzyl substituted 
amines are ever obtained. Thus the final products re- 
ported by Bersworth to be obtained by carboxymethyla 



10 



In accordance with the high stabilities of the chelates 
formed, the chelating agents of this invention may be 
used for many purposes for which the formation of usual* 
ly stable chelates of tri- and tetravalent metal ions is re- 
quired. Thus the formation of inert Fe(lII) chelates 
makes all of these ligands, and especially HBED, an 
effective chelating agent for removing trace quantities of 
the ferric ton from solutions and from various types of 
products. In this process the ferric ion is not really re- 
moved, but is converted to an extremely low level of 
activity by conversion to the inert HBED chelate, which 
remains in the solution or product under consideration. 
By this sequestering action all the harmful effects of 
traces of ferric ions are removed. These effects include 



tion of the substituted amines were not the o-hydroxy- 15 the formation of precipitates with various reagents that 

benzyl derivatives of aminocarboxylic acids claimed in might be present or may be introduced into the solu- 

Pat No. 2,624,760. The final products could only have tion, and the catalysis (by Fe 1 *) of the oxidation of 

been mixtures without any special affinity for the ferric many types of natural products, including sugars, amino 

ion, or other metal ions. Attempts by this investigator, acids, vitamins, foods and flavors. The catalyst effects 

and by others, to obtain the o-hydroxybenzyl (amino) 20 of Fe>+ in the oxidation of various materials such as 

acid derivatives by the method of U.S. Pat. No. 2,624,760 natural fibers and plastics are also prevented, 

have failed repeatedly. No chelating agents have ever One of the important problems in plant nutrition is to 

been obtained by the process described. supply a form of iron to plants growing in alkaline soils 

One of the important discoveries of the present inven- that will not precipitate or undergo ion-exchange with the 

tion is the finding of a new, high-yield synthetic route to 25 cation exchange components (i.g. silicates) of the soil, 

these new and unusual chelating agents. Essentially, the Up to the present time the only iron carrier that is, at all 

method consists of (1) shielding the phenolic group so effective in alkaline (calcareous) soils is EHPG, which 

that it will not undergo undesirable side reactions dur- is relatively expensive. Tests by this investigator of the 

ing the condensation with the amine, and (2) substituting Fe(III) chelate of HBED, alongside similar tests on the 

the acetic acid groups desired on the amine prior to 30 Fe(lll) chelate of EHPG. show the former to be much 



substitution of the o-hydroxybenzyl group. A schematic 
synthesis of N,N' - bis(o-hydroxybenzyl)-N > N'-ethylene- 
ctfaminediacetic acid would be: 
OCOCHi 

2^ >— CH,Br + NrJCU,CH>NH 



Oil 



HjCOO- AlIjCOO- 



011- 



uo 



CHi CU 

/ \ 
-OOCCH, CH,COO- 

This precedure may be applied to any amino acid with 
one or more displaceable amino protons. Thus one mole 



superior, removing alkali-induced chlorosis in young 
citrous plants much more rapidly, and requiring a smaller 
amount of chelate to accomplish the same effect 
Similar effects are obtained with compounds of tetra- 
35 valent metal tons, which are often oxidation or bydrolytic 
catalysts, or are frequently undesirable in solutions be- 
cause of their tendency to precipitate. These effects are 
entirely removed by the chelating agents of this inven- 
tion containing two or three nitrogen atoms in the ligand 
4< * molecule (the mono amino compound is also useful for 
this purpose but is somewhat less effective than the others 
for the tetra valent metal ion.) 

There are many other uses of the chelating agents of 
this invention based on the unusually high st2bi!ities of 
45 their metal chelates formed from tri- and tctravalent 
metal ions. Thus the monosodium salt of N,N-bis(o-hy- 
droxybenzyl) glycine may be used as an effective titrat- 
ing agent for the Cu J+ ion, and for other divalent metal 
ions such as VO 3 * and Ni J+ . Similarly HBED, as the 



of glycine will react in neutral or alkaline aqueous solu- 
tion with 2 moles of o-acetoxybenzyl chloride to give, 50 disodium salt, is an excellent reagent for the titration of 



after hydrolysis, N,N - bis (o-hydroxybenzyl) glycine in 
excellent yield. Similarly, N,N* - bis(o-hydroxybenzyl)- 
N,N',N"-diethyIenetriaminetriacetic acid by reaction of 
one mole of N,N'N" - diethylenetriaminetriacetic acid 
with two moles of o-acetoxybenzyl bromide. 

The acid compounds of this invention, and the cor- 
responding alkali metal and ammonium salts, are ex- 
tremely useful for the formation of stable metal chelates 
of trivalent and tetravalent metal ions. The importance 
of these new com^oun^s is due to the fact that the stabili- 
ties of tiic cl.chr.ci vlth invalid rr.etM ions, such as 
Fe(III) and Bi(HI) ions, and with tetravelent metal ions, 
such as those of Th(IV), U(IV), and Zr(lV, and Sn(IV) 
are very much more stable than the corresponding che- 
lates of EDTA, EHPG, and of other well-known, com- 
mercially-available chelating agents such as nitrilotri- 
acetic acid (NTA), N-hydroxyethyI,N,N\N"-cthyIene- 
diaminetriacetic acid (HEDTA), diethylcnelriamine- 
pentaacetic acid (DTPA), N,N,N\N' - trartsdiamino- 
cyclohexanetetraacetic acid (CDTA), N-hydroxyethyl- 
iminodiacetic acid (HIMDA), gluconic acid, citric acid, 
salicylic acid, 3,5 - disulfopyrocatechol (Tiron). and 
many others. In fact the chelating agents of this inven- 
tion form more stable chelates with the metal ions noted 
above than do any other known compounds. 



Fe 3+ salts, and BP* salts, giving sharp end points. The 
formation of the chelate goes all the way to completion 
even in extremely dilute solutions. It is also an excellent 
colorimetric reagent for detecting traces of iron in solu- 
55 lion. It may be mixed with natural materials of all kinds 
(usually as the sodium salts) for aqueous extraction and 
analysis of traces of iron. 

The synthesis and properties of the chelating agents 
of this invention are indicated by the following examples: 
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N,N'-bis(o-hydroxycthyl)-N.N'-ethylenediamine- 
diacetic acid dihydrocbloride 

In a 1000 ml. Erlenmeyer flask a solution of 62.0 g. of 
saligincn (o-hydroxybenzyl alcohol) in 100 ml. of pyri- 
dine was prepared. To this solution 120 ml. of acetic an- 
hydride was added rapidly with stirring. The temperature 
rose to 110* spontaneously, and the solution was then 
boiled for about five minutes. It was then cooled and 
poured into ~1200 ml. of a mixture of ice and water, 
and a dilute solution of H3SO4 was added with stirring 
until the pH was in the range of 1-2. The cold solution 
was stirred for one hour and extracted with 500 ml. of 
ether, and then again with 100 ml. of ether. The ether layer 
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was dried and the ether was evaporated off, leaving an oil 
which was purified by vacuum distillation at 177* under 
* pressure of about 35 mm. of mercury. The yield of 
colorless oil was 92.0 g. (89% of the theoretical amount). 

To 125 ml. of methylene chloride as solvent was added 5 
70 ml. of a 30% HBr solution (0.37 mole of HBr) in 
glacial acetic acid, and 29.2 g. of o-acetoxybenzyl acetate. 
The solution was allowed to stand 10-15 hours, and 70 
ml. (0.68 mo!e( of acetic anhydride was added. After the 
mixture stood for another hour, the solvents were re- 10 
moved over a water bath under reduced pressure and the 
final product was vacuum distilled. o-Acetoxybenzyl bro- 
mide was obtained as a colorless oil boiling at 174-175* 
at 50 mm. of mercury pressure. The yield was 27.2 g. or 
78% of the theoretical amount. 15 

To 44.8 g. of the disodium salt of N f N'-ethylenedi- 
aminediacetic acid dissolved in 700 ml. of a solvent con- 
taining 70% ethanol and 30% water, 90 g. of o-acetoxy- 
benzyl bromide was added. To this solution was slowly 
added 20 g. of sodium hydroxide in 50 ml. of water, with 20 
stirring, while the reaction mixture was heated to 35* and 
the pH was kept within the range of S-10. After the 
completion of the addition of the base, the reaction mix- 
ture was heated to 60* for about an hour. Then an equal 
amount of the 30% sodium hydroxide solution was again 25 
added, with stirring, and the reaction mixture was main- 
tained at 70* for two hours. To the reaction mixture was 
then added about 1400 ml. of water, and the resulting solu- 
tion was evaporated at atmospheric pressure until its vol- 
ume was about a liter. It was cooled, and the pH reduced 3 ft 
to about 1.0 by the addition of cold, concentrated hydro- 
chloric acid. The solution was filtered and allowed to stand 
several hours at 0*. About 50 g. of N,N'-bis(o-bydroxy- 
benzyl)-N,N'-diacetic acid dihydrochloride was obtained 
as a finely-divided microcrystalline solid, which melted at 35 
140* with decomposition. 



EXAMPLE II 



N,N-bis (o-hydroxybenzyl ) glycine 



40 



A solution of 0.15 mole of sodium glycinate was dis- 
solved in 500 ml. of 75% elhanol and treated with 90 g. 
of o-acetyoxybenzyl bromide, under reaction conditions 
essentially the same as described under Example I. Two 
successive additions of 20.0 g. of NaOH were made as 45 
30% aqueous solutions, the first a^ittior, occurring at 35 *, 
and the second at 70*. Afier a final healing at 70* for four 
hours, additional water was added and ethanol was re- 
moved by evaporation. The final product was obtained as 
an anhydrous crystalline solid after evaporation of the 50 
solution to 500 ml. and adjustment of the pH to 4-5. 
(Note that under these conditions the hydrochloride was 
not formed.) The yield was 65% of the theoretical 
amount. 

EXAMPLE in 55 

N t N"-di(o-hydroxybenzyl)dielhylenetriamine*N,N',N"- 
triacetic acid trihydrochloride 

To 0.10 mole of the Imodium salt of N,N\N"-diethyl- 
enetriaminetriacetic acid in one liter of 80% ethanol was eo 
added 0.30 mole of o-acetoxybenzyl bromide while the 
tc nigral t;re v. is n^ : r.\;ined ?r ^0" snd 1N1 pH * mafn- 
luincu by UiL iiow ad^kioii of G.30 mole of NaOH 

as a 20% solution in 50% ethanol. The temperature was 
then raised to 80° for an hour, and an additional 0.30 65 
mole of NaOH was then added slowly while the tempera- 
ture was maintained at 80*. After completion of the addi- 
tion of the second batch of NaOH, the solution was 
brought to 100* for an hour, the alcohol was evaporated 
off, the volume of the solution was adjusted to 1.0 liter, 70 
and the pH was reduced to 0-0.5 by the addition of con- 
centrated hydrochloric acid. The solution was filtered and 
chilled at 0° for several hours. The trihydrochloride crys- 
tallized out as a fine colorless solid. The yield was 75% 
of the theoretical amount. 75 



EXAMPLE IV 

N,N'-bis(o-hydroxybenzyl)-N^'<thylenediaminediacetic 
acid dihydrochloride 

To 50.0 g. of the disodium salt of N,N'-etbyIenedi- 
aminediacetic acid dissolved in 750 ml. of a 70% alco* 
hol-30% water solution, was added 80 g. of o-acetoxy- 
benzyl chloride. The solution was gently refluxed while 
40 g. of NaOH as a 20% aqueous solution was gradually 
added over a period of six hours. After evaporation of 
the alcohol and dilution to one liter, the final product was 
isolated as described in Example I. In this case a 70% 
yield was obtained. 

EXAMPLE V 

Monosodium salt of the Fe(in) chelate of N,N'- 
bb(o-hydroxyeuyl)ethyIenediaminediacetic acid 

A sample of the dihydrochloride of the chelating agent 
(0,010 mole) was shaken up with about 0.030 mole of 
AgaO in 50% aqueous ethanol to remove chloride ion, and 
the filtered solution was then combined with 0.010 mole 
of NaOH and 0.010 mole of basic ferric acetate. The re* 
action mixture was warmed and filtered, and the deep 
wine-red solution obtained was allowed to evaporate 
slowly at room temperature. Some red-black crystals of 
the monosodium salt of the chelate were obtained on 
partial evaporation. Completion of the evaporation re- 
sulted in the isolation of the remaining product as a red- 
black solid. The yield was essentially quantitative. 

EXAMPLE VI 

The thorium chelate of N,N' # -bis(o-bydroxybenzyl)- 
N,N%N"-diethylenetriaminetriacetic acid 

The pure acid form of the chelating agent is obtained as 
in example V by the removal of HCI with Ag a O. After re- 
crystallization from water, 0.010 mole of the product is 
combined with 0.010 mole of a suspension of freshly- 
precipitated thorium hydroxide. The thorium hydroxide 
usually dissolves with stirring within five minutes at room 
temperature, but sometimes gentle wanning is necessary. 
The crystalline monoprotonated chelate is isolated by 
evaporation of the solution to a small volume and allow- 
ing it to stand in the col^. The yield of final product 
runs from 95-98% of the theoretical amount 

Other metal chelates of the th:c. new ligands described 
above may be synthesized in one of two ways: 

(1) The preferred method, which gives the metal che- 
late in high purity, is to combine the acid form of the 
ligand with the appropri;; amount of the metal hydrox- 
ide, and with an alkali metal hydroxide, if needed. To be 
reactive, the metal hydroxide must be freshly precipitated, 
and not subjected to beat. For high purity of the product, 
the metal hydroxide must be separated from alkali metal 
salts, or other soluble salts. This may be done by washing 
the suspension with distilled water repeatedly by decanta- 
tion, or with a centrifuge. The final produce is then crys- 
tallized from the filtered solution by evaporation of sol- 
vent. 

(2) The second, more convenient, method yields the 
chelate mixed with an (inert) inorpanic salt, such as 

cJ-^i^c. 7Te r . ' -r> r-\t 5 c f I- \ .>.- to- 
gether equimolar amounts of a metal salt and the ligand. 
The latter may be the pure acid form or the hydrochlo- 
ride, which requires the addition of base for complete 
formation of the chelate. If the sodium (or other alkali 
or ammonium) salt of the ligand is employed it is not 
necessary to add base to the reaction mixture. Islation 
of the product is accomplished by evaporation. 

An example of this method would consist of combining 
one mole of the dihydrochloride salt of HBED with one 
mole of ferric chloride. Subsequent addition of six moles 
of NaOH, followed by evaporation, gives one mole of the 
sodium salt of the ferric chelate of HBED, mised with 5 
moles of sodium chloride. The latter may be separated 
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from the metal chelate by {factional crystallization, or 
the metal chelate may be used directly with the sodium 
chloride present 

The products described in the above examples were 
identified and characterized by the use of various analyti- 0 
cal techniques. In all cases elemental analysis gave re- 
sults that were within the prescribed limits (within 0.3% 
for percent C, and within 0.2% for percent N). 

The nature of the chelating agents and metal chelates 
was proved by infrared spectral determinations. The infra- \q 
red spectra showed broad absorption bands in the carbonyl 
region, as expected, due to the stretching vibrations of the 
carboxyl carbonyl (in the hydrochlorides), of the carbox- 
ylate carbonyl (in the free ligand acid) and of the metal- 
coordinated carbonyl (in the metal chelates). In all cases, 15 
the C — O stretching vibration of the phenolic group, or 
of the coordinated pbenolate ion, was clearly discernable. 
In the free ligands, the O— H stretch of the phenolic 
group was also observed in the infrared. 

In the claims the positive and negative charges merely 20 
represent a kind of formalism which assists in distinguish- 
ing the constituents of the compounds from each other. 
They are not intended in any way to indicate structure or 
ionization of individual atoms or radicals. 

What is claimed is: 25 

1. The method of synthesizing compounds correspond- 
ing to general formula 



30 



OH 

J 



CHi 



T'i 
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n-ch»chJ — N-cn^ \ 

CIlaCOOM 
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wherein: 
x=0, 1, 2 

M=H+, Na+ f K+, NH4+ 

said method comprising the steps of 

( 1 ) reacting at elevated temperatures, an orthohydrox* 
y benzyl alcohol with an esterifying agent selected 
from the group consisting of low molecular weight 
fatty acids and anhydrides; 

(2) halogenating the resulting ester compound by re- 
acting said ester with a hydrogen balide solution; 

(3) reacting the resulting ortho-acyloxybenzyl balide 
with an amino acetic acid compound in the presence 
of an alkaline reagent to condense the amino hy- 
drogen with said hatide group and, thereafter, to re- 
move the esterifying acid from the esterified phenolic 
group; and, 

(4) recovering the product corresponding to the 
formula. 
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